Purity criteria for compounds
The degree of purity of the new compounds was over 98% as indicated by the appearance of a single peak using HPLC and a semipreparative -Porasil column (Waters, 10 M, 19 mm x 25 cm; Waters), eluted with a mixture of n-hexane-EtOAc (6:4) and a flow rate of 0.5 mL/min. R t were 10.80 and 12.50 min for pristimerol and 8-epi-6-deoxo-blepharodol (8-epi), respectively.
Susceptibility testing
The MICs and MBCs were determined for each phenolic triterpenoid in triplicate, by the broth microdilution method in 96-well microtiter plates. The inoculum was approximately 1-5 × 10 5 CFU/mL, and growth was monitored by measuring the increase in optical density at 550 nm (OD 550 ) with a microplate reader (Multiskan Plus II).
The MIC was defined as the lowest concentration of compound at which growth was inhibited after 24 h of incubation in a rotatory shaker at 37 ºC. All wells with no visible growth were subcultured by transfering in duplicate (100 L) to Nutrient agar plates.
After overnight incubation, colony counts were performed, and the MBC was defined as the lowest triterpenoid concentration that produced 99.9% killing of the initial inoculum.
Killing curves
Liquid cultures of S. epidermidis in lag-phase (10 6 CFU/mL) and log-phase of growth (OD 550 ~0.2) were treated with pristimerol at 30 μg/mL (48×MIC) and 8-epi at 20 μg/mL (10×MIC). The effect of pristimerol at 6 and 10 μg/mL and 8-epi at 8 and 12 μg/mL were also evaluated on bacterial cultures in lag-phase of growth. These suspensions were incubated at 37 ºC in a rotatory shaker, and cultures prepared under the same conditions but without drugs were used as negative controls. Positive controls with known antibiotics were also included. Growth was monitored by determining the optical density at 550 nm and the viable cell count on nutrient agar plates.
To assess the effect of pristimerol and 8-epi on different inoculum sizes, cultures of S. epidermidis were diluted in NB medium to give different concentrations (from 10 4 to 10 7 CFU/mL), and then the phenolic triterpenoids were added at 30 and 20 μg/mL, respectively. These new cultures were incubated at 37 ºC in a rotatory shaker and the culture growth was monitored as described above.
Measurement of radioactive precursor incorporation in presence of phenolic triterpenoids
The total synthesis of DNA, RNA, protein, and peptidoglycan was measured by 
Effect of phenolic triterpenoids on solutes transport
Solutes uptake was measured on exponentially growing cultures (OD 550~0 .2) as total cell-associated counts after addition of triterpenoids and labeled compounds (thymidine, uridine, leucine, and N-acetyl-D-glucosamine) . Exponentially growing cells of S. epidermidis in culture media containing half-concentration NB medium were transferred to prewarmed flasks containing 30 g/mL of pristimerol or 20 μg/mL of 8-epi, and the precursors of DNA (1 Ci/mL [6- glucosamine). At different times (up to 30 minutes), 0.5 mL of samples were taken and filtered (Millipore Corp., type HA; 0.45 m). Filters were washed three times with 5 mL of phosphate buffer, dried, and radioactivity was measured as described above.
Parallel experiments with the same proportions of DMSO and clofoctol (10 g/mL) were used as negative and positive controls, respectively.
Fluorescence labeling
The effect of pristimerol at 30 μg/mL and 8-epi at 20 μg/mL on cytoplasmic membrane of S. epidermidis in log-phase of growth was determined using the LIVE/DEAD BacLight kit (catalog no. L-7012; Molecular Probes) after 30 minutes and 1 h of treatment, as described in the manufacturer's instructions. BacLight is composed of two nucleic acid-binding stains: SYTO 9 and propidium iodide. SYTO 9 penetrates all bacterial membranes and stains the cells green while propidium iodide only penetrates bacteria with damaged membranes, and the combination of the two stains produces red fluorescing cells. Assays were carried out in parallel with cell cultures treated with clofoctol at 10 g/mL or the same proportion of DMSO, as positive and negative control, respectively. The cells were observed after a 15 min dark-staining period at ×1000 magnification with an epifluorescence microscope (Leica DM4B; Leica Microsystem GmbH) provided with an n-rhodamine dual filter. Cultures of S. epidermidis in log-phase were centrifuged at 12,000 ×g for 10 min at 4 ºC, washed with 0.05 M potassium phosphate buffer (pH 7.3) containing 0.05 M sucrose, and resuspended in the same buffer to reach a cell density of 10 7 CFU/mL (OD 550 ~0.3). The suspension was divided into equal parts, and the triterpenoids (pristimerol at 30 g/mL and 8-epi at 20 g/mL), DMSO in the same proportion (used as negative control), and clofoctol at 10 g/mL (as positive control) were added respectively, before incubating at 37 ºC under shaking. Liberation of cellular constituents was determined by measuring optical density of the supernatant at intervals of 20 min (after removing cells by centrifugation at 9500 ×g for 10 min, 4 ºC) at 260 and 280 nm.
Leakage of cellular constituents absorbing at 260 and 280 nm

Release of intracellular potassium
S. epidermidis cultures in log-phase of growth (OD 550 ~0.5) were centrifuged at 15,000 ×g for 10 min at 4 ºC, and washed twice with saline buffer. The pellet was resuspended in the same buffer to obtain a bacterial concentration of 1-5×10 8 CFU/mL. The suspension was divided into equal parts, and the phenolic triterpenoids (pristimerol at 30 g/mL and 8-epi at 20 g/mL), DMSO in the same proportion (used as negative control), and clofoctol at 10 g/mL were added, respectively. The samples (1.5 mL), were removed at different times over a 30-min period and filtered through 0.2 m pore size membranes (Whatman). Potassium release was measured in duplicate from each sample by means of an atomic absorption spectrophotometer (Mod. S/Series; Thermo Fisher Scientific). 
